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Abstract
Objective: We assessed the impact of generalised anxiety disorder (GAD) on disability and health-related quality of
life in outpatients treated in psychiatric clinics via a secondary analysis conducted in 799 patients from a cross-
sectional study of prevalence of GAD in psychiatric clinics.
Methods: Patients were allocated into two groups: follow-up (15.7%) and newly diagnosed patients (84.3%), and
were administered the Hamilton Anxiety Scale (HAM-A), Clinical Global Impressions Scale (CGI), Sheehan Disability
Scale (SDS), and 36-item short form structured quality of life questionnaire (SF-36) scales.
Results: The newly diagnosed group showed higher significant intensity of anxiety (56.9% vs 43.0% (HAM-A >24)),
psychiatrist’s CGI Severity (CGI-S) scores (4.2 vs 3.7), and perceived stress according to SDS (5.7 vs 5.2). They also
showed lower scores in mental health-related quality of life: 25.4 vs 30.8. Statistical differences by gender were not
observed. GAD was shown to have a significant impact on patient quality of life and disability, with a substantial
portion having persistent, out of control symptoms despite treatment.
Conclusions: These results suggest that there is still room for improvement in the medical management of
patients with GAD treated in psychiatric clinics.
Introduction
The prevalence of generalised anxiety disorder (GAD)
has markedly increased over the last few years [1].
Moreover, given its chronicity of symptoms and asso-
ciated disability, this disorder implies high direct costs
for national healthcare systems, as well as indirect costs
due to related absenteeism and lost wages [1-6]. The
patient suffers anxiety not only within the psychical
sphere, but also through somatic manifestations, with
GAD being a comorbid condition in many disorders
[7-9]. GAD is a generalised and persistent condition
with a trend towards chronicity, with alternating
improvement and worsening phases that are generally
related to environmental stress situations [10,11].
Several epidemiological studies detailing the prevalence
in the general population have been performed, with
results in Spain ranging between 1.2% and 2.3% [12].
However, in neighbouring countries such as France, life
prevalence may be as high as 6.8% [13]. GAD is asso-
ciated with different comorbidities, which may be both
psychiatric and organic [14,15]. In primary care settings,
the prevalence is usually higher, ranging between 8%
and 20% of the patients treated [5,9,16,17]. Its clinical
impact often produces a series of consequences on the
lives of patients and those who surround them [4-6].
Patients report deterioration in their physical and intel-
lectual ability, emotional state, personal relationships
and career development, so that they require integrated
intervention strategies, including a suitable therapeutic
approach and/or behavioural therapy [18-21]. In this
sense, it is necessary to emphasise that, in the environ-
ment of psychiatry in Spain, it is thought that only one-
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third of patients receive appropriate treatment based on
clinical guidelines or expert criteria [22].
The negative effects of GAD on health-related quality
of life are among the greatest of the serious mental dis-
orders, particularly when compared with those described
in major depression, a disorder known to have a high
incapacitating potential and to be health-resource con-
suming [1-3,23-25]. Aspects involving subjective percep-
tions of health improve when patients have undergone
the right treatment, as is shown in controlled clinical
studies [26]. In contrast, so far there are few specific
published studies assessing the control of symptoms in
routine clinical practice in GAD; therefore, a better
knowledge of this condition, its management in clinical
practice and patient responsiveness to medical interven-
tions, evaluated from both a clinical and self-perceived
approach, is required [27,28].
Treatment of GAD has traditionally focused on anxio-
lytic drugs, either in monotherapy or in combination.
Pharmacological treatment of GAD has usually con-
sisted of benzodiazepines (BZDs), buspirone, and imi-
pramine. At present, selective serotonin reuptake
inhibitors (SSRI) are the treatment of choice for GAD.
Venlafaxine, a serotonin and noradrenaline reuptake
inhibitor (SNRI), is also used for treatment of GAD
[29], and recently it has been shown that the SSRI par-
oxetine is an effective treatment for GAD as well [30].
However, despite the efficacy shown by these drugs in
the treatment of GAD, and regardless of the recommen-
dations established in many countries for their use, it is
necessary to incorporate the clinical control of the
patient’s symptoms into daily medical practice. As a
complement to the clinical criterion, it is also very use-
ful to know the patient’s own perception of his/her
health and how he/she adapts to the environment. The
objective of this secondary analysis using data from a
nationwide epidemiological study, whose purpose was to
determine the clinical ambulatory prevalence of GAD in
psychiatric clinics [31], was to assess how GAD impacts
patient disability and quality of life.
Materials and methods
Design and procedure for patient selection
The study population was comprised of patients of both
sexes selected nationwide in Spain, recruited by a total
of 312 psychiatrists, as part of the LIGANDO study
[31], an epidemiological study whose purpose was to
determine the clinical ambulatory prevalence of the
GAD in psychiatric clinics. The participating investiga-
tors were selected in random clusters, weighted by
population rates in each geographic region from a data-
base of physicians participating in clinical research. Psy-
chiatrists had to have participated in previous
psychiatric research projects in the field of anxiety. A
cross-sectional multicentre and observational design was
chosen, performed using the data from patients seen in
outpatient psychiatric visits (hospitals and mental health
centres) during the period from October to December
2006. In order to obtain the relevant information on
each patient and not to interfere with routing clinical
practice, the study was designed to obtain all informa-
tion at one face-to-face visit only. Using a non-probabil-
istic consecutive sampling method, each investigator
registered the data (reason for the visit, diagnosis, age,
and gender) of the first 75 patients seen for any reason,
for a maximum period of 3 months. The first three
patients with a confirmed clinical diagnosis of GAD
who met the selection criteria were included in the
study. The information sheet with the detailed study
objectives and procedures was handed out to these
patients only and they were asked to give their informed
consent to participate in the study. In the end, the
patients enrolled in the study were (a) of either sex and
aged over 18 years, (b) had a diagnosis of GAD accord-
ing to International Statistical Classification of Diseases
and Related Health Problems 10th Revision (ICD-10)
criteria [32], (c) had been treated at a mental health
centre or outpatient psychiatric clinic, and (d) the
patient himself/herself had given his consent to partici-
pate. Patients with severe psychiatric disorders (such as
acute schizophrenia) or severe cognitive impairment
diagnosed in the usual manner [33], or who presented
difficulties or inability to answer the health question-
naires written in Spanish were excluded.
The sample size was determined by the protocol of
the epidemiological study within which the present
study was conducted. Based on normally distributed
proportions, assuming an expected prevalence in specia-
lised care of 9.1%, on a bilateral test (2-tailed test), with
a 95% confidence interval, for an infinite sample and an
expected accuracy of 2%, the sample size calculation
should not be lower than 790 patients with GAD. On a
population-wide basis, assuming a percentage of loss of
15% and prevalence in the community of 5%, a mini-
mum requirement of 303 psychiatrists and 18,000
patients was estimated.
Operational variables and main outcomes
During the screening visit, patients were separated into
two groups: new cases (newly diagnosed patients) and
patients already diagnosed with GAD who were return-
ing for control tests of the progression of their symp-
toms (follow-up patients). The main outcomes of the
study were obtained by means of a data collection ques-
tionnaire. These consisted of general and concomitant
treatment, clinical impact, disability, and self-perceived
health. The general and medication-related variables
were age (continuous and ranges of values), gender,
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body mass index (BMI, kg/m2), time of diagnosis and
delayed time to diagnosis (from the onset of symptoms
to confirmation of GAD by diagnosis, in years). Current
and prior medications received as treatment for GAD
were categorised by The Anatomical Therapeutic Che-
mical Classification System [34] in five groups: (a) ben-
zodiazepines ((sedative and hypnotic), alprazolam,
bentazepam, bromazepam, clorazepate dipotassium, clo-
nazepam, diazepam, halazepam, lorazepam, lormetaze-
pam, and ketazolam), (b) selective serotonin/
noradrenergic reuptake inhibitors (citalopram, duloxe-
tine, escitalopram, fluoxetine, fluvoxamine, mirtazapine,
paroxetine, sertraline, venlafaxine, and trazodone (SSRI/
SNRI)), (c) tricyclic antidepressants (amitriptyline, clo-
mipramine, imipramine, and maprotiline), (d) antiepilep-
tics (gabapentin, pregabalin, and topiramate), and (e)
other groups and drug combinations (amitriptyline/
medazepam, diazepam/sulpiride, flupentixol/melitracen,
olanzapine, sulpiride, and zolpidem).
For the clinical impact assessment, two scales were
administered: the Hamilton Anxiety Scale (HAM-A)
[35] and Clinical Global Impressions Scale (CGI) [36].
The degree of patient disability was measured by means
of the Sheehan Disability Scale (SDS) [37], while self-
perceived health was assessed with the 36-item short
form structured quality of life questionnaire (SF-36)
[38]. All of the scales were used in their validated Span-
ish versions. The classification of intensity of anxiety
according to total score was: no anxiety: score from 0 to
9; mild: from 10 to 15; moderate: from 16 to 24; and
intense: over 24. The HAM-A items related to insomnia
(HAM-Ainsomnia), cognition (HAM-Acognition) and
depressed mood (HAM-Amood) were analysed indepen-
dently. The aim of the CGI scale is to assess patient
responsiveness to treatment. It is composed of two sub-
scales: CGI Severity (CGI-S) and CGI Improvement
(CGI-I). In this study, the CGI-S evaluated was assessed
by the psychiatrist during the visit/interview. The CGI-S
consists of only one item that assesses severity using a
Likert scale of eight values, ranking from 1 (normal, not
ill) to 7 (extremely ill), with 0 indicating not evaluated.
Confidentiality of information, security, and statistical
analysis
Information was treated with the utmost levels of confi-
dentiality, in accordance with applicable national data
protection legislation. The ethical principles of the
Declaration of Helsinki were followed by all the investi-
gators. Although this study did not have describing
adverse reactions as an objective, the investigator had
the obligation to report any serious adverse reaction he
encountered during the study. The study protocol was
approved by the Research Ethics Committee of Hospital
Universitario de Asturias, Oviedo.
The main outcomes were patient’s responses on scales
of health-related quality of life (HRQoL) (SF-36) and
disability (SDS), and also on the CGI. Scores on the
CGI and SDS scales were evaluated as absolute values
observed, while scores on the SF-36, by each of its
domains and summary subscales, are expressed in stan-
dardised metrics (0 to 100) and in typified scores for the
Spanish reference population. Typified scores are
expressed in Z scores, calculated with the following for-
mula: Z score = (observed value - arithmetic mean of
the reference population)/standard deviation in refer-
ence population, this allowing us to estimate the extent
to what patients in this study separate from the normal
population in Spain. Also, scoring on the HAM-A scale
was evaluated calculating total scoring and punctuation
on the HAM-A subscales, as absolute values and classi-
fied in levels of anxiety: intense (> 24), moderate (16-
24), mild (10-15) and without anxiety (0-9). We also cal-
culated the global numbers and proportions of patients
in the subgroups who presented a level from marked to
severe (≥3) on individual items of the HAM-A related
to cognition, insomnia, and depression, and from mod-
erate to intense for the pain item of SF-36.
A descriptive statistical one-way analysis with values
for mean, standard deviation and 95% confidence inter-
vals (CI) was performed; normal distribution was
checked with the Kolmogorov-Smirnov test. For the
main analysis of this study, patients were classified into
two groups: follow-up patients (those previously diag-
nosed and receiving treatment at the time of the study)
and newly diagnosed patients (patients who were diag-
nosed with GAD at the baseline study visit). In the
bivariate analysis, a c2 test, Student’s t test for indepen-
dent groups, and analysis of covariance (ANCOVA)
were also used to adjust for demographic confounders.
A Bonferroni correction procedure was applied for mul-
tiple pairwise comparisons. SAS software version 8 was
used (SAS, Cary, NC, USA), and the statistical signifi-
cance was set at P < 0.05.
Results
From an initial selection of 20,347 patients treated by
312 psychiatrists in mental healthcare centres through-
out Spain during the epidemiological study period in
2006, information was obtained for 19,962 patients. Of
those, 13.7% (n = 2.743; CI 13.2% to 14.2%) met the
clinical criteria for GAD according to ICD-10 (preva-
lence). For the present study, a total of 799 patients
were selected consecutively. Nine patients could not be
assessed (0.9%) for the following reasons: because they
were under 18 years old (n = 1), because they had a
severe psychiatric condition (n = 6), and due to severe/
moderate cognitive deterioration (n = 2). None of the
patients refused to complete the questionnaires. Of the
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patients assessed in this study, 124 were included in the
group of patients newly diagnosed with GAD (15.7%)
and 666 in the follow-up group (84.3%).
Table 1 describes the general sociodemographic char-
acteristics of patients. The mean age was 44.4 years, and
68.9% were women. Subjects from the follow-up group
were older compared with subjects in newly diagnosed
group (44.9 vs 41.7 years; P = 0.016), and were taking
more medications at the time of study visit (2.5 vs 1.8; P
< 0.001). A total of 72.9% of the patients from the newly
diagnosed group were being exposed to benzodiaze-
pines, compared with 47.3% in the follow-up group, P <
0.001. Compared with the follow-up group, in the newly
diagnosed group there was a greater proportion of
patients with intense anxiety symptoms (HAM-A >24);
56.9% vs 43.0%, P < 0.001, and a higher score on both
the psychiatrist’s CGI (4.2 vs 3.7, P < 0.001) and the
patient’s CGI (4.7 vs 4.1, P < 0.001). However, the level
of disability assessed by the SDS scale shows similar
values in both groups, with no statistically significant
differences, apart from the perceived stress level, which
was higher, although limited in magnitude, in newly
diagnosed patients; 5.7 vs 5.2, P = 0.032. Newly
diagnosed patients had significantly poorer standardised
scores (Z values) than follow-up patients on the mental
health summary subscale of the SF-36 questionnaire;
-2.5 vs -1.8, P < 0.001 (Table 2). The standardised
means from the SF-36 health-related quality of life ques-
tionnaire showed poorer self-perception in physical
scales, physical role, emotional role, social role, mental
health, and vital scale in the newly diagnosed group, P <
0.05 in all cases, with standardised scores (Z values) sig-
nificantly further from the mean value (Table 3), below
or near -2 standard deviations in certain cases, as in the
emotional role, social function, and mental health
values.
Newly diagnosed patients presented insomnia (≥3 in
HAM-Ainsomnia item) in a greater proportion than fol-
low-up patients; 42.3% vs 27.8%, P = 0.0013 (Figure 1),
while there were no statistically significant differences
found between the two groups in the presence of
marked or severe deterioration of cognition (≥3 in
HAM-Acognition item), depressed mood ((≥3 in HAM-
Adepression item) or presence of pain from moderate to
very high as a comorbidity (SF-36pain, Figure 1). How-
ever, it is noteworthy that 15.5% of the total patients
Table 1 General characteristics of the studied series, according to newly diagnosis or follow-up patient groups
Characteristics Total (n = 790,
100.0%)
Newly diagnosed (n = 124,
15.7%)
Follow-up (n = 666,
84.3%)
P
value
Age (SD), years 44.4 (13.1) 41.7 (13.0) 44.9 (13.1) 0.016
Ranges:
19-35 years 25.7% 36.8% 23.6% 0.025
36-50 years 40.8% 36.8% 41.7%
51-65 years 26.0% 19.3% 27.2%
> 65 years 7.4% 7.0% 7.5%
Gender (female) 68.9% 63.7% 69.8% NS
Diagnosis delay (SD), years 2.3 (4.9) 2.2 (4.6) 2.3 (5.0) NS
Body mass index, kg/m2 24.8 (4.0) 24.2 (3.3) 25.0 (4.1) 0.018
Drug intake at time of the study visit (n):
Average 2.4 (1.2) 1.8 (1.2) 2.5 (1.2) < 0.001
1 26.0% 55.4% 22.7% < 0.001
2 33.3% 24.6% 34.3%
3 21.3% 6.2% 23.0%
4 14.5% 9.2% 15.1%
5 or more 4.9% 4.6% 4.9%
Drug intake at the time of the study visit
(class):
Benzodiazepines 49.3% 72.9% 47.3% < 0.001
SSRI/SNRI 34.9% 15.3% 36.6%
Tricyclic antidepressants 9.2% 6.8% 9.5%
Antiepileptics 2.8% 1.7% 2.9%
Other medication 3.7% 3.4% 3.7%
Values are expressed as arithmetic mean (SD).
NS = not significant; SSRI/SNRI = selective serotonin reuptake inhibitors/mixed action selective serotonin reuptake inhibitors or noradrenergics.
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Table 2 Assessing of clinical impact in two patients groups (newly diagnosed/follow-up), according to different scales
used
Scale Characteristics Total (n = 790,
100.0%)
Newly diagnosed (n = 124,
15.7%)
Follow-up (n = 666,
84.3%)
P
value
HAM-
A
Intensity of the categorised anxiety <
0.001
Intense (> 24) 45.2% 56.9% 43.0%
Moderate (16-24) 33.8% 38.2% 32.9%
Mild (10-15) 11.3% 4.1% 12.6%
Without anxiety (0-9) 9.8% 0.8% 11.4%
Subscale for psychic anxiety 12.3 (4.9) 14.2 (3.6) 12.0 (5.0) <
0.001
Subscale for somatic anxiety 10.8 (5.2) 12.6 (4.5) 10.4 (5.2) <
0.001
Total scoring 23.1 (9.4) 26.8 (7.3) 22.4 (9.6) <
0.001
CGI Psychiatrist 3.8 (1.1) 4.2 (0.8) 3.7 (1.1) <
0.001
Patient 4.2 (1.3) 4.7 (1.0) 4.1 (1.3) <
0.001
SDI Incapacity for work 5.3 (2.7) 5.7 (2.4) 5.3 (2.8) NS
Incapacity for social life 5.6 (2.6) 5.9 (2.2) 5.5 (2.6) NS
Incapacity for family relationships 5.1 (2.5) 5.6 (2.2) 5.1 (2.6) NS
General incapacity (work-social-family) 16.0 (7.0) 17.1 (6.0) 15.9 (7.2) NS
Perceived stress 5.3 (2.3) 5.7 (2.1) 5.2 (2.4) 0.032
Perceived social support 56.1 (26.1) 59.0 (23.9) 55.7 (26.4) NS
SF-36 Physical health summary index 43.3 (9.0) 43.3 (8.9) 43.3 (9.1) NS
Z Punctuation physical health summary
index
-0.7 (0.9) -0.7 (0.9) -0.7 (0.9) NS
Mental health summary index 30.0 (11.4) 25.4 (8.5) 30.8 (11.7) <
0.001
Z Punctuation mental health summary
index
-2.0 (1.1) -2.5 (0.8) -1.9 (1.2) <
0.001
Values are expressed as mean (SD) or percentages.
CGI = clinical global impression of disease; HAM-A = Hamilton Anxiety scale (HAM-A); NS = not significant SDS = Sheeham Disability Scale (SDS); SF-36 = 36-item
short-form health-related quality of life questionnaire.
Table 3 Distribution of different dimensions in the 36-item short-form quality of life related questionnaire (SF-36),
according to newly diagnosed or follow-up patient groups
SF-36 Dimensions Total (n = 790, 100.0%) Newly diagnosed (n = 124, 15.7%) Follow-up
(n = 666, 84.3%)
P value
Physical functioning -0.5 (1.0) -0.5 (0.9) -0.5 (1.0) NS
Physical role -1.4 (1.1) -1.6 (1.1) -1.4 (1.1) 0.011
Emotional role -1.9 (1.3) -2.3 (1.0) -1.8 (1.4) 0.001
Social functioning -2.1 (1.3) -2.4 (1.1) -2.0 (1.3) < 0.001
Pain -0.9 (1.0) -0.9 (1.0) -0.8 (1.0) NS
Mental health -1.5 (0.9) -1.8 (0.7) -1.4 (0.9) < 0.001
Vitality -1.3 (0.9) -1.5 (0.8) -1.3 (0.9) 0.002
Overall health status -1.4 (0.9) -1.5 (0.8) -1.4 (0.9) NS
Values are expressed as mean Z scores (SD).
NS = not significant.
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presented depressed mood according to the HAM-A,
considerable deterioration of cognition in 21.1% of the
patients, or presence of moderate to severe pain in
46.7% of the recruited patients.
It is important to highlight that, by gender, no signifi-
cant differences were observed in the different question-
naires evaluated (HAM-A, CGI, SDS, and SF-36). In the
analysis by age groups (shown in Table 4), and com-
pared with the reference population, patients older than
50 years of age perceive poorer quality of life in physical
functioning, physical role, pain, vitality, general health
perception scales, and in physical health summary sub-
scale, P < 0.05 in all cases.
Discussion
In this study, conducted as part of a clinical prevalence
study on GAD, the impact of clinical intensity and the
outcome on self-perceived health was specifically inves-
tigated for GAD patients treated in psychiatric outpati-
ent clinics in routine medical practice conditions. In
addition, the level of control of patient symptoms and
the possible coexistence of certain comorbid disorders
(intellectual sphere, state of mood, sleep disorders, and
pain) were assessed as well. Despite the fact that this
type of design represents an appropriate frame for stu-
dies to be performed within the specialised healthcare
environment and routine clinical practice; it is worth
highlighting that this study was conducted in only one
visit, so it provides only a ‘snapshot’ of the patients trea-
ted for GAD in an outpatient visit. The lack of rando-
mised patient selection or prospective follow-up made
us careful in interpreting the results within the health
policy, healthcare provider, and clinical management
environments, leading us to take a cautious approach to
the external validity of the results [39]. However, an
interesting aspect worth stating is that studies with
these characteristics provide physicians with information
about the patients’ situation in ‘real world’ conditions,
and are therefore complementary to the information
from the controlled clinical trials, helping with health
decision making.
In our study, it was observed that follow-up patients
treated at an outpatient visit were older, had a higher BMI,
and more previous drug exposure (intake), especially to
antidepressants, compared with newly diagnosed patients.
A higher body mass index in the follow-up group could be
due to a combination of hormonal factors (women), aban-
don of healthy habits because of the illness, and/or more
use of antidepressant medication, when certain drugs are
associated with weight gain in patients throughout the
course of treatment (paroxetine, for example) [5,9,16,17].
However, there were no statistically significant differences
in diagnosis delay in the two groups. The prior exposure
to antidepressants and benzodiazepines observed in the
newly diagnosed group suggests the possibility of a consid-
erable hidden rate of GAD diagnosis or diagnosis errors.
Therefore, these patients, as the mean diagnosis delay
value shows, could have been treated for some of their
symptoms at a medical care level other than a psychiatrist
without reaching a diagnosis of GAD. Our results state
that 72.9% of the patients in the newly diagnosed group
had received benzodiazepines at some time before this
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Figure 1 Relative distribution of sleep disturbances, cognition, depressed mood, and pain on the Hamilton Anxiety scale (HAM-A) and
short-form 36 item (SF-36) structured health-related quality of life questionnaire, by study groups (newly diagnosed/follow-up).
Bobes et al. Annals of General Psychiatry 2011, 10:7
http://www.annals-general-psychiatry.com/content/10/1/7
Page 6 of 9
study visit, in comparison with the 47.3% of the follow-up
group.
To start with an anxiolytic treatment and to combine it
with an antidepressant afterwards could be a clinical cri-
terion, also consistent with the numerous clinical practice
guidelines. Nevertheless, it is striking (although it is not
specifically detailed in the study) that there was high use
of lorazepam, diazepam and bromazepam, which are
drugs not considered appropriate according to clinical evi-
dence and international scientific societies [40-42]. This
aspect also appears with fluoxetine and citalopram, in
both groups analysed. In Spain, according to the indication
approved for GAD, it is recommended to use alprazolam,
paroxetine, venlafaxine or escitalopram, and those are
similar to the recommendations observed in recent
reviews published on this topic [15]. However, our find-
ings are consistent with the reviewed studies, where it
appears that a GAD diagnosis, according to clinical prac-
tice guidelines, is not always in keeping with the most
recommended pharmacological treatment [40-43].
It is important to consider that, as expected, the newly
diagnosed group shows a higher anxiety intensity (56.9%
vs 43.0%), clinical impression seriousness (CGI; 4.2 vs
3.7) and perceived stress (5.7 vs 5.2) compared with the
follow-up group, although the magnitude of differences
were of moderate clinical significance. The quality of life
scores perceived by the patient, as in some placebo con-
trolled trials [44], have also been inferior for metal health
domain (25.4 vs 30.8); moreover, typified mean scores (Z
scores) on the SF-36 health-related quality of life ques-
tionnaire presented poorer self-perception in the follow-
ing dimensions: physical role, emotional role, social role,
mental health, and vitality, in the newly diagnosed group.
Even though it was expected that new patients had a
poorer state of health and clinical status than follow-up
patients, it is surprising that 43% of diagnosed patients,
even though receiving the correct treatment, still con-
tinue to have an intense level of anxiety (> 24 points on
the HAM-A) or that the disability level for everyday rou-
tines, including those at work, is similar to that of the
newly diagnosed patients. It could be argued that follow-
up patients seen at an outpatient visit are those who are
not controlled, and therefore must return to their physi-
cian to adjust their treatment dose. However, even if this
is true, the study recruited consecutive patients, who
might include not only those returning for a visit due to
a lack of symptom control, but also those following a
check-up programme of their GAD.
Table 4 Standardised mean scores and Z scores of the patients with generalised anxiety disorder according to age
ranges and dimensions from the 36-item short-form quality of life related questionnaire (SF-36)
SF-36 Dimension Age group, years
19-35 (n = 200, 25.3%) 36-50 (n = 326, 41.2%) 51-65 (n = 207, 26.2%) > 65 (n = 57, 7.2%) P value
Physical functioning Std 78.1 (22.2) 73.7 (22.4) 64.2 (24.3) 58.3 (23.7) < 0.001
Z 0.3 (0.9) 0.5 (0.9) 0.9 (1.0) 1.1 (1.0) < 0.001
Physical role Std 38.7 (41.4) 36.0 (40.4) 24.7 (33.8) 29.1 (36.6) 0.003
Z 1.3 (1.2) 1.3 (1.1) 1.7 (1.0) 1.5 (1.0) 0.003
Emotional role Std 29.6 (37.2) 33.1 (40.9) 26.3 (37.3) 38.1 (42.5) NS
Z 2.0 (1.2) 1.8 (1.4) 2.1 (1.2) 1.7 (1.4) NS
Social functioning Std 50.6 (26.8) 49.0 (26.2) 45.0 (22.4) 46.4 (24.5) NS
Z 2.0 (1.3) 2.1 (1.3) 2.3 (1.1) 2.2 (1.2) NS
Pain Std 61.0 (26.3) 55.9 (27.4) 47.0 (24.8) 50.7 (26.1) < 0.001
Z 0.6 (0.9) 0.8 (1.0) 1.1 (0.9) 1.0 (0.9) < 0.001
Mental health Std 44.5 (19.8) 44.5 (19.5) 40.9 (15.5) 41.6 (16.3) NS
Z 1.4 (1.0) 1.4 (1.0) 1.6 (0.8) 1.6 (0.8) NS
Vitality Std 41.5 (20.8) 37.7 (20.7) 33.6 (17.5) 34.7 (16.4) 0.015
Z 1.1 (0.9) 1.3 (0.9) 1.5 (0.8) 1.5 (0.7) 0.015
Overall health status Std 40.5 (22.0) 36.8 (20.0) 31.7 (16.6) 31.6 (17.3) 0.002
Z -1.2 (1.0) -1.4 (0.9) -1.6 (0.7) -1.6 (0.8) 0.002
Physical health summary index Std 45.9 (8.9) 43.7 (8.7) 40.1 (8.5) 39.0 (9.4) < 0.001
Z 0.4 (0.9) 0.6 (0.9) 1.0 (0.9) 1.1 (0.9) < 0.001
Mental health summary index Std 29.7 (11.7) 30.3 (12.0) 28.9 (9.9) 31.1 (11.6) NS
Z 2.0 (1.2) 2.0 (1.2) 2.1 (1.0) 1.9 (1.2) NS
Values are expressed as mean (SD).
NS = not significant; Std = standardised scores.
Bobes et al. Annals of General Psychiatry 2011, 10:7
http://www.annals-general-psychiatry.com/content/10/1/7
Page 7 of 9
It should be added that there is a high frequency,
according to the corresponding HAM-A scale items, of
possible cognitive impairment, sleep disorders, or mod-
erate to intense pain suffered by these patients, which
are well known and important in GAD subjects [45-48].
Hence, in the ESEMeD-España study [49], the preva-
lence-year of back pain or back of the neck pain in gen-
eral population was 14.7%, while the prevalence in the
general population of chronic pain in the Pain in Europe
survey was 19% [50], which is in contrast with the 46.7%
of patients with GAD suffering pain for the last month
in our study. The proportion of patients in this study
with possible sleeping disorders, 30.1%, is clearly super-
ior to the proportion observed among the general popu-
lation [47] and is in keeping with the figures observed
by other authors for this disorder [45]. It has been
reported in many studies that cognitive functioning in
GAD patients may be reduced or deteriorated in some
of its components [51-53], and that the cognitive item
of the HAM-A improves with specific treatment for
GAD [54,55]. However, in our study, we observed a
high frequency of patients with considerable impairment
on the HAM-A cognitive item (1 out of 5) in spite of
being treated with SSRI/SNRI or benzodiazepines, which
suggest potential negative effects of certain anxiolytics
on cognitive function [53].
The results of this study show the profile of the aver-
age patient who visits a psychiatric outpatient clinic
under routine medical practice conditions, and they pro-
vide important information about the clinical manage-
ment of these patients. From this, it would be important
to consider the need for a continuing training of clini-
cians in this type of condition, reviewing the criteria for
referral to specialists. Also, it should encourage training
in prescribing the most suitable therapies according to
the possible aetiologic reasons for the condition, aligned
with available evidence, and without disregarding the
organisational aspects of the waiting list, which can also
be negatively perceived by the patients, before arriving
at the psychiatric visits. The possible limitations, apart
from those previously stated, are derived from the lim-
itations inherent in such studies, for example underesti-
mation of the condition or the possible variability
inherent in the routine use of the different clinical
screening scales by healthcare professionals. Also, we
cannot avoid some bias associated with the method fol-
lowed to select participants (those with previous experi-
ence in epidemiological and/or clinical research).
Nevertheless, the data obtained may be an important
source of information for healthcare professionals and
regulators who are responsible for adopting the appro-
priate measures at this level of care.
In conclusion, patients who were managed for GAD in
an outpatient psychiatric setting within the Spanish
Mental Healthcare system presented a considerable
impact on their health, both from the clinical perspec-
tive and the patient as well. The anxiety symptoms, even
treated with anxiolytics/antidepressants, are not per-
ceived as properly controlled yet. These results suggest
that there is still room for improvement in medical care
for the patient with GAD.
Acknowledgements
We would like to acknowledge those professionals who participated in the
LIGANDO study, and whose valuable contributions have made the
accomplishment of this study possible. This study was funded by Pfizer
España.
Author details
1Psychiatry Department - Oviedo University, Centro de Investigación
Biomédica en Red de Salud Mental (CIBERSAM), Oviedo, Asturias, Spain.
2Psychiatry Department, ‘Puerta de Hierro’ Hospital, Madrid, Spain.
3Biometrics Department, European Biometric Institute, Barcelona, Spain.
4Health Outcomes Research, Medical Business Unit, Pfizer España,
Alcobendas, Madrid, Spain.
Authors’ contributions
JB, LC and JR participated in the design of the study, interpretation of data,
and writing of the manuscript. IV participated in the analysis and
interpretation of data and in the preparation of the manuscript. All authors
were responsible for literature review and extraction of references.
Competing interests
JR is employed by Pfizer España, who funded this study.
Received: 13 October 2010 Accepted: 14 March 2011
Published: 14 March 2011
References
1. Wittchen HU: Generalized anxiety disorder: prevalence, burden and cost
to society. Depress Anxiety 2002, 16:162-171.
2. Barsky AJ, Orav EJ, Bates DW: Somatization increases medical utilization
and costs independent of psychiatric and medical comorbidity. Arch Gen
Psychiatry 2005, 62:903-910.
3. McLaughlin TP, Khandker RK, Kruzikas DT, Tummala R: Overlap of anxiety
and depression in a managed care population: Prevalence and
association with resource utilization. J Clin Psychiatry 2006, 67:1187-1193.
4. Lépine JP: The epidemiology of anxiety disorders: prevalence and
societal costs. J Clin Psychiatry 2002, 63(Suppl 14):4-8.
5. Kroenke K, Spitzer RL, Williams JB, Monahan PO, Löwe B: Anxiety disorders
in primary care: prevalence, impairment, comorbidity, and detection.
Ann Intern Med 2007, 146:317-325.
6. Sareen J, Jacobi F, Cox BJ, Belik SL, Clara I, Stein MB: Disability and poor
quality of life associated with comorbid anxiety disorders and physical
conditions. Arch Intern Med 2006, 166:2109-2116.
7. Reich J, Perry JC, Shera D, Dyck I, Vasile R, Goisman RM, Rodriguez-Villa F,
Massion AO, Keller M: Comparison of personality disorders in different
anxiety disorder diagnoses: panic, agoraphobia, generalized anxiety, and
social phobia. Ann Clin Psychiatry 1994, 6:125-134.
8. Kessler RC, Chiu WT, Demler O, Walters EE: Prevalence, severity, and
comorbidity of 12-month DSM-IV disorders in the National Comorbidity
Survey Replication. Arch Gen Psychiatry 2005, 62:617-627.
9. Ruscio AM, Chiu WT, Roy-Byrne P, Stang PE, Stein DJ, Wittchen HU,
Kessler RC: Broadening the definition of generalized anxiety disorder:
effects on prevalence and associations with other disorders in the
National Comorbidity Survey Replication. J Anxiety Disord 2007,
21:662-676.
10. Kendler KS, Walters EE, Neale MC, Kessler RC, Heath AC, Eaves LJ: The
structure of the genetic and environmental risk factors for six major
psychiatric disorders in women. Phobia, generalized anxiety disorder,
panic disorder, bulimia, major depression, and alcoholism. Arch Gen
Psychiatry 1995, 52:374-383.
Bobes et al. Annals of General Psychiatry 2011, 10:7
http://www.annals-general-psychiatry.com/content/10/1/7
Page 8 of 9
11. Wittchen HU, Hoyer J: Generalized anxiety disorder: nature and course. J
Clin Psychiatry 2001, 62(Suppl 11):15-19.
12. Haro JM, Palacín C, Vilagut G, Martínez M, Bernal M, Luque I, Codony M,
Dolz M, Alonso J, Grupo ESEMeD-España: Prevalence of mental disorders
and associated factors: results from the ESEMeD-Spain study. Med Clin
(Barc) 2006, 126:445-451.
13. Lépine JP, Gasquet I, Kovess V, Arbabzadeh-Bouchez S, Nègre-Pagès L,
Nachbaur G, Gaudin AF: Prevalence and comorbidity of psychiatric
disorders in the French general population. Encephale 2005, 31:182-194.
14. Haro JM, Palacín C, Vilagut G, Romera B, Codony M, Autonell J, Ferrer M,
Ramos J, Kessler R, Alonso J: Epidemiology of mental disorders in Spain:
methods and participation in the ESEMeD-Spain project. Actas Esp
Psiquiatr 2003, 31:182-191.
15. Tyrer P, Baldwin D: Generalised anxiety disorder. Lancet 2006,
368:2156-2166.
16. Brawman-Mintzer O, Lydiard RB, Crawford MM, Emmanuel N, Payeur R,
Johnson M, Knapp RG, Ballenger JC: Somatic symptoms in generalized
anxiety disorder with and without comorbid psychiatric disorders. Am J
Psychiatry 1994, 151:930-932.
17. Kessler RC, Berglund PA, Dewit DJ, Ustün TB, Wang PS, Wittchen HU:
Distinguishing generalized anxiety disorder from major depression:
prevalence and impairment from current pure and comorbid disorders
in the US and Ontario. Int J Methods Psychiatr Res 2002, 11:99-111.
18. McHorney CA, Ware JE Jr, Raczek AE: The MOS 36-Item Short-Form Health
Survey (SF-36), II: psychometric and clinical tests of validity in measuring
physical and mental health constructs. Med Care 1993, 31:247-263.
19. Stein DJ, Matsunaga H: Cross-cultural aspects of social anxiety disorder.
Psychiatr Clin North Am 2001, 24:773-782.
20. Sara SJ, Hars B: In memory of consolidation. Learn Mem 2006, 13:515-521.
21. Boulenger JP, Capdevielle D: Pharmacological treatment of generalized
anxiety disorders: rationale and limitations. Encephale 2007, 33:84-94.
22. Fernández A, Haro JM, Codony M, Vilagut G, Martínez-Alonso M, Autonell J,
Salvador-Carulla L, Ayuso-Mateos JL, Fullana MA, Alonso J: Treatment
adequacy of anxiety and depressive disorders: primary versus
specialised care in Spain. J Affect Disord 2006, 96:9-20.
23. Saarni SI, Suvisaari J, Sintonen H, Pirkola S, Koskinen S, Aromaa A,
Lönnqvist J: Impact of psychiatric disorders on health-related quality of
life: general population survey. Br J Psychiatry 2007, 190:326-332.
24. Hoffman DL, Dukes EM, Wittchen HU: Human and economic burden of
generalized anxiety disorder. Depress Anxiety 2008, 25:72-90.
25. Bobes J, González MP, Bascarán MT, Arango C, Sáiz PA, Bousoño M: Quality
of life and disability in patients with obsessive-compulsive disorder. Eur
Psychiatry 2001, 16:239-245.
26. Lenox-Smith AJ, Reynolds A: A double-blind, randomised, placebo
controlled study of venlafaxine XL in patients with generalised anxiety
disorder in primary care. Br J Gen Pract 2003, 53:772-777.
27. Lobo A, Campos R: Los trastornos de ansiedad en atención primaria Madrid,
Spain: EMISA; 1997.
28. The ESEMeD/MHEDEA 2000 investigators: Prevalence of mental disorders
in Europe: results from the European Study of the Epidemiology of
Mental Disorders (ESEMeD) project. Acta Psychiatr Scand 2004, 109(Suppl
420):21-27.
29. Bruce SE, Machan JT, Dyck I, Keller MB: Infrequency of “pure” GAD: impact
of psychiatric comorbidity on clinical course. Depress Anxiety 2001,
14:219-225.
30. Pollack MH, Zaninelli R, Goddard A, McCafferty JP, Bellew KM, Burnham DB,
Iyengar MK: Paroxetine in the treatment of generalized anxiety disorder:
results of a placebo-controlled, flexible-dosage trial. J Clin Psychiatry 2001,
62:350-357.
31. Caballero L, Bobes J, Vilardaga I, Rejas J: Clinical prevalence and reason for
visit of patients with generalized anxiety disorder seen in the psychiatry
out-patient clinics in Spain. Results of the LIGANDO study. Actas Esp
Psiquiatr 2009, 37:17-20.
32. World Health Organization: The ICD-10 Classification of Mental and
Behavioural Disorders: Clinical Description and Diagnostic Guidelines Geneva,
Switzerland: World Health Organization; 1992.
33. American Psychiatric Association: Diagnostic and Statistical Manual of Mental
Disorders. 4 edition. Washington, DC: American Psychiatric Association; 1994.
34. World Health Organization: The Anatomical Therapeutic Chemical
Classification System Geneva, Switzerland: World Health Organization; 1991.
35. Hamilton M: Diagnosis and rating of anxiety. Br J Psychiatry 1969, ,
Special: 76-79.
36. Guy W: Clinical Global Impression (CGI). ECDEU Assessment Manual for
Psychopharmacology Rockville, MD: National Institute of Mental Health;
1976, 218-221.
37. Sheehan DV, Harnett-Sheehan K, Raj BA: The measurement of disability.
Int Clin Psychopharmacol 1996, 11(Suppl 3):89-95.
38. Ware JE Jr, Sherbourne CD: The MOS 36-item short-form health survey
(SF-36). I. Conceptual framework and item selection. Med Care 1992,
30:473-483.
39. Sackets D, Rosenberg W, Gray J, Haynes RB, Richardson WS: Evidence
based medicine: what it is and what it isn’t. BMJ 1996, 312:71-72.
40. Canadian Psychiatric Association: Clinical Practice Guidelines:
Management of Anxiety Disorders. Can J Psychiatry 2006, 51(Suppl
2):9S-91S.
41. Guía de Prescripción Terapéutica: Agencia española de medicamentos y
productos sanitarios Barcelona, Spain: Ministerio de Sanidad y Consumo,
Pharma Editores; 2006.
42. Martin JL, Sainz-Pardo M, Furukawa TA, Martin-Sanchez E, Seoane T,
Galan C: Benzodiazepines in generalized anxiety disorder: heterogeneity
of outcomes based on a systematic review and meta-analysis of clinical
trials. J Psychopharmacol 2007, 21:774-782.
43. Jorgensen TR, Stein DJ, Despiegel N, Drost PB, Hemels ME, Baldwin DS:
Cost-effectiveness analysis of escitalopram compared with paroxetine in
treatment of generalized anxiety disorder in the United Kingdom. Ann
Pharmacother 2006, 40:1752-1758.
44. Allgulander C, Jørgensen T, Wade A, François C, Despiegel N, Auquier P,
Toumi M: Health-related quality of life (HRQOL) among patients with
Generalised Anxiety Disorder: evaluation conducted alongside an
escitalopram relapse prevention trial. Curr Med Res Opin 2007,
23:2543-2549.
45. Ohayon MM, Caulet M, Lemoine P: Comorbidity of mental and insomnia
disorders in the general population. Compr Psychiatry 1998, 39:185-197.
46. Mellman TA: Sleep and anxiety disorders. Psychiatr Clin North Am 2006,
29:1047-1058.
47. Stewart R, Besset A, Bebbington P, Brugha T, Lindesay J, Jenkins R,
Singleton N, Meltzer H: Insomnia comorbidity and impact and hypnotic
use by age group in a national survey population aged 16 to 74 years.
Sleep 2006, 29:1391-1397.
48. Means-Christensen AJ, Roy-Byrne PP, Sherbourne CD, Craske MG, Stein MB:
Relationships among pain, anxiety, and depression in primary care.
Depress Anxiety 2007, 10:1-8.
49. Pinto-Meza A, Serrano-Blanco A, Codony M, Reneses B, von Korff M,
Haro JM, Alonso J: Prevalence and physical-mental comorbidity of
chronic back and neck pain in Spain: results from the ESEMeD Study [in
Spanish]. Med Clin (Barc) 2006, 127:325-330.
50. Breivik H, Collett B, Ventafridda V, Cohen R, Gallacher D: Survey of chronic
pain in Europe: prevalence, impact on daily life, and treatment. Eur J
Pain 2006, 10:287-333.
51. Breitholtz E, Johansson B, Ost LG: Cognitions in generalized anxiety
disorder and panic disorder patients. A prospective approach. Behav Res
Ther 1999, 37:533-544.
52. Mantella RC, Butters MA, Dew MA, Mulsant BH, Begley AE, Tracey B,
Shear MK, Reynolds CF, Lenze EJ: Cognitive impairment in late-life
generalized anxiety disorder. Am J Geriatr Psychiatry 2007, 15:673-679.
53. Fabre LF, Putman HP: Depressive symptoms and intellectual functioning
in anxiety patients treated with clorazepate. J Clin Psychiatry 1988,
49:189-192.
54. Meoni P, Salinas E, Brault Y, Hackett D: Pattern of symptom improvement
following treatment with venlafaxine XR in patients with generalized
anxiety disorder. J Clin Psychiatry 2001, 62:888-893.
55. Ballenger JC, Davidson JR, Lecrubier Y, Nutt DJ, Borkovec TD, Rickels K,
Stein DJ, Wittchen H-U: Consensus statement on generalized anxiety
disorder from the international consensus group on depression and
anxiety. J Clin Psychiatry 2001, 62(Suppl 11):53-58.
doi:10.1186/1744-859X-10-7
Cite this article as: Bobes et al.: Disability and health-related quality of
life in outpatients with generalised anxiety disorder treated in
psychiatric clinics: is there still room for improvement? Annals of General
Psychiatry 2011 10:7.
Bobes et al. Annals of General Psychiatry 2011, 10:7
http://www.annals-general-psychiatry.com/content/10/1/7
Page 9 of 9
